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FILE 'MEDLINE' ENTERED AT 11:11:10 ON. 11 JAN 2 007 



FILE 'EMBASE' ENTERED AT 11:11:10 ON 11 JAN 2007 
Copyright (c) 2007 Elsevier B.V. All rights reserved. 

FILE 'BIOSIS' ENTERED AT 11:11:10 ON 11 JAN 2007 
Copyright (c) 2 007 The Thomson Corporation 
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=> s granulocyte (w) macrophage (w) colony (w) stimulating (w) factor or 
granulocyte (w) colony (w) stimulating (w) factor 

LI. 112622 GRANULOCYTE (W) MACROPHAGE (W) COLONY(W) STIMULATING (W) FACTOR OR 

GRANULOCYTE (W) COLONY (W). STIMULATING (W) FACTOR 

=> s 11 and (ischemia or hypoxia or Parkinson? or stroke or 
amyotrophic (w) lateral (w) sclerosis or ALS or Lou (w) Gehrig) 

L2 13 07 LI AND (ISCHEMIA OR HYPOXIA OR PARKINSON? OR STROKE OR AMYOTROPH 

IC(W) LATERAL (W) SCLEROSIS OR ALS OR LOU(W) GEHRIG) 

=> s 12 and erythropoietin or interleuikin 

L3 134 L2 AND ERYTHROPOIETIN OR INTERLEUIKIN 

=> s 13 and (tpa or tissue (w) plasminogen (w) activator ) 

L4 4 L3 AND (TPA OR TISSUE (W) PLASMINOGEN (W) ACTIVATOR) 

=> dup rem 14 

PROCESSING COMPLETED FOR L4 

L5 4 DUP REM L4 (0 DUPLICATES REMOVED) 

=> dup rem 13 

PROCESSING COMPLETED FOR L3 

L6 113 DUP REM L3 (21 DUPLICATES REMOVED) 
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L2 1307 S LI AND (ISCHEMIA OR HYPOXIA OR PARKINSON? OR STROKE OR AMYOTR 

L3 134 S L2 AND ERYTHROPOIETIN OR INTERLEUIKIN 

L4 4 S L3 AND (TPA OR TISSUE (W) PLASMINOGEN (W) ACTIVATOR) 

L5 4 DUP REM L4 (0 DUPLICATES REMOVED) 

L6 113 DUP REM L3 (21 DUPLICATES REMOVED) 
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* 



INVENTOR ( S ) : 
PATENT ASSIGNEE (S) 
SOURCE : 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT 
PATENT INFORMATION: 



Webster, Keith A. 
USA 

U.S. Pat. Appl. Publ 

Ser. No. 723,326. 

CODEN : USXXCO 

Patent 

English 

2 



24 pp., Cont . -in-part of U.S 



PATENT NO. 



US 2005266549 
US 6893867 
PRIORITY APPLN. INFO. 



KIND 

Al 
Bl 



DATE 



20051201 
20050517 



APPLICATION NO. 

US 2005-118963 
US 2000-723326 
US 1999-171597P 
US 2000-723326 



DATE 



20050429 
20001128 
P 19991223 
A2 20001128 



AB Expression vectors are disclosed that are comprised of (a) one or more 
silencer elements and " conditionally inducible elements to form 
silencer- inducible regions and (b) promoters in operative linkage upstream 
of at least one expressed region. The expression vector thereby regulates 
expression of at least one downstream region by conditional silencing in 
which an expressed DNA region of a gene is transcribed to produce RNA 
transcripts, which may or may not be translated to produce polypeptides. 
Genetically engineered mammalian cells and non-human mammals can be made 
using such expression vectors through transfection and transgenic 
techniques. Moreover, processes of making and using the aforementioned 
products are disclosed (e.g., the expression vector may be used 
diagnostically, therapeutically, or prophylactically) . 
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Methods of treating neurological conditions with 
hematopoietic growth factors 

Schaebitz, Wolf -Ruediger ; Schneider, Armih; Krueger, 
Carola; Sommer, Clemens; Schwab, Stefan; Kollmar, 
Rainer; Maurer, Martin; Weber, Daniela; Gassier, 
Nikolaus 

Axaron Bioscience Ag, Germany 

U.S. Pat. Appl. Publ., 169 pp., Cont .- in-part of Appl. 
No. PCT/IB03/06446 . 
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PATENT NO. 
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DATE 


APPLICATION NO. 




DATE 
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Al 
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US 
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Al 


20040722 


US 2003- 


659295 




20030911 


WO 


2004058287 




A2 


20040715 


WO 2003- 


IB6446- 
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wo 


2004058287 




A8 


20041021 
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2004058287 




A3 


20041216 












W: AE, AG, 


AL, 


AM, AT, 


AU, AZ, 


BA, BB, BG, 


BR, BW, 


BY, 


BZ, CA, CH, 




CN, CO, 


CR, 


cu, cz, 


DE, DK, 


DM, DZ, EC, 


EE , EG , 


ES, 


FI, GB, GD, 




GE, GH, 


GM, 


HR, HU, 


ID, IL, 


IN, IS, JP, 


KE, KG, 


KP, 


KR , KZ , LC , 




LK, LR, 


LS, 


LT, LU, 


LV, MA, 


MD, MG, MK, 


MN, MW, 
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RU, SC, SD, 


SE, SG, 


SK, 


SL, SY, TJ, 
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VN, YU, 
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W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB 


, BG, 


BR, 
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IL, 


IN, 


IS 


, JP, 


KE, 


KG, 


KP, 


KR 


, KZ, 


LC, 




LK, 


LR, 
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• • 












US 
US 
WO 
US 


2002- 
2003- 
2003- 
2004- 


331755 
659295 
IB6446 
880101 




Bl 

A2 
A2 
A 


20021231 
20030911 
20031231 
20040630 





AB The present invention relates to a method of treating a neurol . condition 
in a mammal by administering at least one hematopoietic growth factor from 
the group consisting of GCSF, GMCSF, IL-3, IL-5, a derivative thereof, or a 
mimetic thereof. A method is also claimed of treating a neurol. condition 
using neural stem cells treated with a hematopoietic factor. Also claimed 
is a method of enhancing the survival of a cell transplanted into a 
mammal, comprising introducing into the cell one or more polynucleotides 
which encode a hematopoietic factor. A method of enhancing the viability 
of a neural cell culture comprising contacting the neural cell culture 
with a hematopoietic factor is addnl . claimed. 
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2004 : 565109 CAPLUS 
141:100449 

Methods -of treating neurological conditions with 
hematopoietic growth factors 

Schaebitz, Wolf -Ruediger ; Schneider, Armin; Krueger, 
Carola; Sommer, Clemens; Schwab, Stefan; Kollmar, 
Rainer; Maurer, Martin; Weber, Daniela; Gassier, 
Nikolaus 

Axaron Bioscience AG, Germany 

PCT Int. Appl., 210 pp. 

CODEN : PIXXD2 

Patent 

English 
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PATENT 


NO. 






KIND 


DATE 






APPLICATION 


NO. 




DATE 




WO 


2004058287 




A2 




20040715 
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2003- 


IB6446 




20031231 


WO 


2004058287 
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WO 
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BR, 


BW, 


BY, 


BZ 


, CA, 


CH, 






CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ 


, EC, 


EE, 


EG, 


ES, 


FI 


, GB, 


GD, 






GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS 


, JP/ 


KE, 


KG, 


KP, 


KR 


, KZ, 


LC, 






LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG 


, MK, 


MN, 


MW, 


MX, 


MZ 


, NI, 


NO, 






NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU, 


SC 


, SD, 


SE, 


SG, 


SK, 


SL 


, SY, 


TJ, 






TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ 


, vc, 


VN, 


YU, 


ZA, 


ZM 


, ZW 






RW 


: BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL 


, sz, 


TZ, 


UG, 


ZM, 


ZW 


, AM, 


AZ, 






BY, 


KG, 


KZ, 


MD,* 


RU, 


TJ, 


TM, 


AT, 


BE 


, BG, 


CH, 


CY, 


CZ, 


DE 


, DK, 


EE, 






ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


IT, 


LU 


, MC, 


NL, 


PT, 


RO, 


SE 


, SI, 


SK, 






TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN 


, GQ, 


GW, 


ML, 


MR, 


NE 


, SN, 


TD, TG 


US 


2004141946 




Al 




2004 


0722 




US 


2003- 


659295 




20030911 


CA 


2511294 






Al 




20040715 




CA 


2003- 


2511294 




20031231 



BR 
CN 
JP 
US 

PRIORITY 



AU 2003299430 
EP 1581249 

R: AT, BE, 
IE, SI, 
2003017910 
1756556 
2006512419 
2005142102 
APPLN . INFO . 



Al 20040722 

A2 20051005 

CH, DE, DK, ES, FR, 

LT, LV, FI, RO, MK, 

A 20051129 

A 20060405 

T 20060413 

Al 20050630 



AU 2003-299430 
EP 2003-799727 
GB, GR, IT, LI, LU, 
CY, AL, TR, BG, CZ , 
BR 2003-17910 
CN 2003-80110075 
JP 2005-50.9731 
US 2004-880101 
US 2002-331755 
US 2003-659295 
WO 2003-IB6446 



20031231 
20031231 
NL, SE, MC, PT, 
EE, HU, SK 

20031231 
20031231 
20031231 
20040630 
A 20021231 
A 20030911 
W 20031231 



AB The present invention relates to a method of treating neurol . conditions 
in a mammal by administering a hematopoietic growth factor such as 
granulocyte -colony stimulating factor 
(GCSF) and granulocyte -macrophage colony 

stimulating factor (GMCSF) . The invention also provides 
methods of screening for compds . that bind to a GCSF or GMCSF receptor 
found on the surface of a neuronal cell; and which provides a 
neuroprotective, neuroprolif erative and/or a STAT gene activation 
activity . 
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2003 : 282718 CAPLUS 
138:282352 

Traversal of nucleic acid molecules through a tissue 

fluid space and expression in repair cells 

Sosnowski, Barbara A.; Pierce, Glenn 

Selective Genetics, Inc., USA 

PCT Int. Appl . , 95 pp. 

CODEN : PIXXD2 

Patent 

English 

1 



PATENT NO. KIND DATE APPLICATION NO. DATE 



WO 


2003029429 




A2 




20030410 




WO 2002- 


US31546 




20021002 


wo 


2003029429 




A3 




20040401 
















wo 


2003029429 




A9 




20040701 


















W: AE , 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


BZ, 


CA, CH, CN, 




CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


ES, 


FI, 


GB, 


GD, GE, GH, 




GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC , LK , LR , 




LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NO, 


NZ, OM, PH, 




PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


SG, 


SI, 


SK, 


SL, 


TJ, 


TM, 


TN, 


TR, TT, TZ, 




UA, 


UG, 


US, 


UZ, 


vc, 


VN, 


YU, 


ZA, 


ZM, 


ZW 












RW: GH; 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AM, AZ, BY, 




KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, EE, ES, 




FI , 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


SK, 


TR, 


BF, BJ, CF, 




CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 




AU 


2002343475 




Al 




20030414 




AU 2002- 


343475 




20021002 


US 


2003148979 




Al 




20030807 




US 2002- 


264284 




20021002 


EP 


1438413 






A2 




20040721 




EP 2002- 


780419 




20021002 




R: AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, 


IT, 


LI , 


LU, 


NL, 


SE, MC, PT, 




IE, 


SI, 


LT, 


LV, 


FI, 


RO, 


MK, 


CY, 


AL, 


TR, 


BG, 


CZ, 


EE, 


SK 


.ITY APPLN. 


INFO 


* • 












US 2001- 


327513P 




P 20011003 




















WO 2002- 


US31546 




W 20021002 



AB Disclosed are methods for use in transferring nucleic acids into cells at 
a wound site associated with a fluid space. These gene transfer protocols 
are suitable for use in transferring various nucleic acids into cartilage, 
cardiac muscle, and other tissues, and have many uses including treating 
diseases such as arthritis and ischemic heart disease, and promoting wound 
healing. The invention further disclosed pharmaceutical compns . that may 
be used in the practice of the invention to transfer the nucleic acid of 



interest. Such compns . include any multi -partitioned biocompatible matrix 
in combination with multiple nucleic acids of interest. Thus, collagen 
collagen-immobilized fibroblast growth factor (FGF) genes induce 
angiogenesis in vitro, and FGF gene delivery to skeletal muscle wounds 
induces both angiogenesis and arteriogenesis and well as induces myocyte 
regeneration. 



=> dis his 



(FILE 'HOME' ENTERED AT 11:10:17 ON 11 JAN 2007) 

FILE 1 MEDLINE , EMBASE, BIOSIS, CAPLUS ' ENTERED AT 11:11:10 ON 11 JAN 2007 
LI 112622 S GRANULOCYTE (W) MACROPHAGE (W) COLONY (W) STIMULATING (W) FACTOR OR G 

L2 1307 S LI AND (ISCHEMIA OR HYPOXIA OR PARKINSON? OR STROKE OR AMYOTR 

L3 134 S L2 AND ERYTHROPOIETIN OR INTERLEUIKIN 

L4 4 S L3 AND (TPA OR TISSUE (W) PLASMINOGEN (W) ACTIVATOR) 

L5 4 DUP REM L4 (0 DUPLICATES REMOVED) 

L6 113 DUP REM L3 (21 DUPLICATES REMOVED) 

=> dis ibib abs 16 100-113 



L6 ANSWER 100 OF 113 
reserved on STN 



EMBASE COPYRIGHT -(c) 2007 Elsevier B.V. All rights 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR : 
CORPORATE 

SOURCE : 



COUNTRY : 
DOCUMENT TYPE: 
FILE SEGMENT: 

LANGUAGE : 
SUMMARY LANGUAGE 
ENTRY DATE: 



Seventh 



No . 3 , pp 



96235644 EMBASE 
1996235644 

Possible role of tumor necrosis factor-alpha in 
erythropoietic suppression by endotoxin and 
granulocyte/macrophage colony- 
stimulating factor. 
Udupa K . B . ; Sharma B . G . 
SOURCE: Dr. K.B. Udupa, VA Medical Center, 4 3 00 West 

Street, Little Rock, AR 72205, United States 
American Journal of Hematology, (1996) Vol. 52, 
178-183. . 

ISSN: 0361-8609 CODEN : AJHEDD 
United States 
Journal; Article 
025. Hematology 

02 6 Immunology, Serology and Transplantation 

English 
English 

Entered STN: 18 Jun 1997 
Last- Updated on STN: 18 Jun 1997 
AB Injection of bacterial endotoxin or granulocyte/ 
macrophage colony- stimulating factor 

(GM-CSF) into exhypoxic polycythemic mice simultaneously with 
erythropoietin (EPO) suppressed erythroid cell formation, as 
monitored by 59Fe incorporation into circulating red blood cells. This " 
effect was dose -dependent and time-dependent, GM CSF did not inhibit 
erythroid cell formation directly, as the antibody to the GM-CSF did not 
neutralize the effect of endotoxin, the inducer of GM-CSF. The 
suppression of both agents could be partially corrected by prior injection 
of a monoclonal antibody to tumor necrosis factor a 
(anti-TNFa) . These results indicate that the suppression of 
EPO- induced erythroid cell formation by endotoxin and GM-CSF was due in 
part to the production of TNFa . 

L6 ANSWER 101 OF 113 BIOSIS COPYRIGHT (c) 2007 The Thomson Corporation on 
STN 

ACCESSION NUMBER: 1996:440012 BIOSIS 
DOCUMENT NUMBER: PREV199699162368 

TITLE: Biology and pathophysiology of leukotrienes . 

AUTHOR (S) : Denzlinger, Claudio 
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AB Increasing the rate of erythropoiesis in C57BL/6 mice, either by 
hypoxia or by the injection of recombinant erythropoietin 
(Epo) , resulted in significant reductions in marrow macrophage number, as 
assessed by flow cytometry employing the monoclonal antibody against the 
macrophage antigen Mac-1 and by histologic determination of reductions in 
the number of marrow esterase-positive cells. This decline was paralleled 
by decreases in marrow colony- forming unit -macrophage (CFU-M) and 
colony- forming unit -granulocyte/macrophage (CFU-GM) number. The 
intramedullary concentration of the cytokines interleukin- la 
(IL-la) and tumor necrosis factor-a (TNF-a) , which are 

produced by macrophages, was also reduced. Cessation of erythropoiesis 
was associated with increases in macrophage number, CFU-M and CFU-GM 
colony number, and IL-la concentrations. Increased erythropoiesis 
resulted in reductions in number of burst-forming unit-erythroid (BFU-E) 
colonies, which were less sensitive to suppression by macrophages as 
evidenced by less increase in colony number when macrophages were removed 
from the marrow before in vitro BFU-E culture. BFU-E colony number was 
suppressed less when IL-la and TNF-a were added to cultures 
obtained from animals with stimulated erythropoiesis. Compared to 
controls, BFU-E number and suppression by macrophages increased 
significantly when erythropoiesis was reduced. These observations provide 
compelling evidence for a regulatory role for macrophages in normal 
erythropoiesis in vivo, presumably acting as a negative balance to the 
stimulatory effects of Epo. 
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Drug-induced low white-blood-cell counts have long impaired our ability to 
treat patients. Colony- stimulating factors are now available for 
intravenous or subcutaneous administration. These glycoproteins act on 
hematopoietic cells by binding to specific cell surface receptors and by 
stimulating proliferation, differentiation, commitment, and activation of 
new white blood cells. A brief overview of patient population, 
indications, actions, and adverse reactions for hospital or home use is 
presented . 
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The mechanisms which control the production of erythropoietin 
(Epo) remain enigmatic. Recent data suggest that the half-time of Epo 
messenger RNA (mRNA) is increased by hypoxia in Hep 3B cells, a 
human hepatoma line. The post- transcriptional regulation of other rapidly 
degraded mRNAs is mediated by sequence-specific mRNA binding proteins. In 
order to determine if Epo mRNA specific binding proteins exist, we probed 
cytosolic lysates from Hep 3B cells and mouse tissues with radiolabeled 
Epo RNA. A cytosolic protein that binds specifically to Epo RNA was 
identified in the Epo-producing , hepatoblastoma Hep 3B cell line by gel 
mobility shift assay. This protein was identified in both normoxic and 
hypoxic cells and bound specifically to a 120-base fragment of the 
3 ' -untranslated region (3'-UTR) of Epo mRNA. Binding was completed with • 
unlabeled Epo RNA, but not with granulocyte -macrophage 
colony- stimulating factor RNA. Ultraviolet 

light cross-linked Epo RNA-protein complexes migrated as two bands of 70 
and 135-140 kD on sodium dodecyl sulf ate-polyacrylamide gels. Binding 
activity was markedly increased in brain and spleen lysates from mice 
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subjected to 24 h of hypoxia. Therefore, the 

post-transcriptional regulation of Epo expression in response to 
hypoxia may in part be due to the interaction of Epo RNA with its 
specific binding protein. 
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The expression of interleuikin 4 (IL-4) receptors on resting T 
and B lymphocytes was enhanced 4- to 8- fold by IL-4 stimulation of these 
cells. Other agents such as lipopolysaccharide and anti-lgM for B cells 
and concanavalin A for T cells also caused increased IL-4 receptor 
expression, although to a somewhat smaller degree than IL-4. Using a 
newly developed flow cytometric analysis based on the binding of 
biotinylated IL-4 and phycoerythrin- streptavidin, it was observed that 
receptor up-regulation in a T-cell population treated with IL-4 was a 
feature of the majority of the T cells. Analysis of IL-4 by cross-linkage 
of 1251-labeled IL-4 to IL-4 receptor with disuccinimidyl suberate 
indicated that the IL-4 -IL-4 receptor complex was the same size in the 
resting and up- regulated cells, implying that the same receptor species 
found in resting cells was up-regulated in response to IL-4. 
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AB The present invention relates to sustained-release formulations using 

alginate gel beads. Small alginate beads were prepared by using 25mM ZnC12 
in the bath. As the concentration of the leptin in the bead increased, the 
fractional release of leptin from the bead decreased. 
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AB In accordance with the present invention, EC (endothelial cell) 

progenitors can be used in a method for regulating angiogenesis, i.e., 
enhancing or inhibiting blood vessel formation, in a selected patient and 
in some preferred embodiments for targetting specific locations. For 
example, the EC progenitors can be used to enhance angiogenesis or to 
deliver an angiogenesis modulator, e.g. anti- or pro-angiogenic agents, 
resp. to sites of pathol . or utilitarian angiogenesis. Addnl . , in another 
embodiment, EC progenitors can be used to induce reendothelialization of 
an injured blood vessel, and thus reduce restenosis by indirectly- 
inhibiting smooth muscle cell proliferation. 
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AB A 23 -year-old woman was referred to our hospital for treatment of acute 
promyelocytic leukemia (APL) . She was a Jehovah's Witness and would not 
accept blood products. The Ethics Committee of our hospital recommended 
accommodation of her religious beliefs, because the patient and her family 
thoroughly understood and accepted the increased risk of fatal bleeding 
and severe hypoxia due to anemia during the therapy without 
using blood products. After the patient signed a special consent form, we 
began treatment with all- trans retinoic acid (ATRA, 45 mg/m2 daily) . She 
also received erythropoietin and granulocyto colony-stimulating 
factor. Sixty days after administration of ATRA, she achieved a complete 
remission (CR) . After CR she received 3 cycles of chemotherapy for 
consolidation, which is according to the protocol of the Japan Adult 
Leukemia Study Group (AML-92) . During the therapy, the patient did not 
receive blood products. No PML-RARA amplification products were detected 
by the reverse transcriptase polymerase chain reaction in her bone marrow 
at the end of the chemotherapy Blood product support is usually requisite 
for standard chemotherapy for APL because of the bleeding tendency. ATRA 
can induce differentiation of the leukemic clone without myelo- 
suppression, so we can treat APL patients without using blood products. 
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AB Anemia is a common complication in cancer- patients undergoing 

chemotherapy, and its severity depends on both the type of antineoplastic 
drugs and the clinical status of the patient. Breast cancer patients 
undergoing standard chemotherapy develop clinically significant anemia in 
• up to 25% of cases. This percentage, moreover, increases up to 63% when 
more intensive chemotherapy regimens are used. The therapeutic use of 
erythropoietin in anemic patients, i.e., in patients with 

hemoglobin levels below 9-10.5 g/dl, is able to correct the anemic status 
in nearly 40%-80% of such patients, but it does not completely eliminate 
the need of blood transfusions: 20%-40% of patients need to be transfused 
despite the erythropoietin treatment. An alternative strategy 
for optimizing the erythropoietin treatment is its use in the 
prevention of anemia, i.e., in patients with normal hemoglobin values but 
at high risk of becoming anemic. In a phase III study, we evaluated the 
role of erythropoietin in the prevention of anemia in breast 
cancer patients undergoing dose- intensive chemotherapy. Clinically 
significant anemia occurred in 52% (95% CI = 33-69) of control patients 
and in no patient (95% CI = 0-14) in the erythopoietin arm (p = .00001). 
After six cycles of chemotherapy the mean hemoglobin decrease was 3.05 
g/dl (± 1.0, 95% CI = 2.6-3.5) in the control arm and 0.8 g/dl (± 
1.4, 95% CI = 0.3-1.4) in the erythropoietin arm. Moreover, 
6.4% of control patients needed blood transfusion compared to no patients 
in the erythropoietin arm. Erythropoietin is active 

in both the treatment and the prevention of anemia in cancer patients 
undergoing chemotherapy. Due to its high economic cost, efforts should be 
made to identify subsets of patients in whom the preventive use could be 
cost-effective. Patients undergoing chemotherapy associated with a high 
risk of anemia could benefit from preventive use of erythropoietin 
in special circumstances, such as presence of risk of myocardial or 
cerebral ischemia, uncommon blood group, or religious beliefs 
hindering blood transfusions. Moreover, anemia prevention could be 
considered in patients at high risk of requiring blood transfusions, such 
as patients with low baseline value of hemoglobin or with a hemoglobin 
decrease of >2 g/dl after the first cycle of chemotherapy. 
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In patients with paroxysmal nocturnal hemoglobinuria (PNH) , we measured 
plasma concentrations of endogenous hematopoiesis -regulatory cytokines to 
characterize bone marrow (BM) hypoplasia which is a major cause of death. 
Contrary to 10 healthy individuals, all 14 patients with PNH showed 
increases of erythropoietin (Epo) and granulocyte - 
colony stimulating factor (G-CSF) . There were 

no signs of infection, renal dysfunction or hypoxia. The lower 

the hemoglobin level and granulocyte count, the higher the plasma Epo and 

G-CSF levels. In contrast, marked differences were not found in the 

levels of interleukin-3 (IL-3), tumor necrosis factor-alpha (TNF-alpha) , 

stem cell factor (SCF) , granulocyte/macrophage - 

colony stimulating factor (GM-CSF) , or ' 

interf eron-gamma) (IF-gamma) . The cytokine profiles of PNH patients were 
quite similar to those of patients with aplastic anemia (AA) and 
myelodysplastic syndrome (MDS) . The cytokine profiles may support a 
pathological relationship between PNH and these stem cell disorders. 
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AB This review has two objects: a brief recapitulation of the biological 
background of erythropoietin (EPO) , and a review of its clinical 
utilization in hematology. EPO, both in its naturally occurring and 
recombinant form (rH-EPp) , is a single chain glycoprotein with an 
approximate molecular weight of 30,000 to 34,000 kD. Its heavy 
glycosilation is essential for its activity in vivo, since asialoEPO is 
readily cleared by the hepatic asialoglycoprotein receptor. This impedes 
the recombinant molecule's synthesis in biologic cultures other than 
mammalian cells (Chinese hamster's ovary cells), and inevitably increases 
costs.. If in vitro glycosilation of E. coli-derived rH-EPO could be 
achieved, the clinical utilization of the product would be considerably 
enhanced, most especially when very high doses are necessary, as discussed 
later. There is no antigenic diversity between natural and recombinant 
EPO, so that out of the enormous clinical experience only one single case 
of immunization has been recorded. Almost paradoxically there are however 
three published cases of pure red cell aplasia (PRCA) caused by 
immunization against autologous EPO. It is now established that in adults 
EPO is synthetized in renal peritubular interstitial cells, although some 
residual activity remains in the liver. Hypoxia results in a 
rapid induction of EPO expression, although the role of the oxygen sensor 
system is still debated. Cellular targets are notoriously erythroid 
progenitors and precursors (BFU-E , CFU-E, early and intermediate 
erythroblasts) . The global erythropoietic activity resulted in various 
effects (proliferation, differentiation, survival) , but most probably each 
single effect is integrated with and complementary of the others. The 
utilization of rH-EPO in hematologic diseases came much later than its 
dramatic success in renal anemia. A variety of tools useful for assessing 
the possible beneficial effects of rH-EPO in. clinical hematology has been 
proposed, among which a low level of endogenous EPO is a good predictor 
for therapeutic success. ' Hemopathic ' anemia can.be subdivided into three 
categories: patients with normal erythropoiesis due to inadequate EPO 
production (anemia of prematurity) , patients with depressed but nonclonal 
erythropoiesis (chemotherapy, lymphoid malignancies such as multiple 
myeloma MM and chronic lymphatic leukemia - CCL) and patients with at 
least partially clonal anemia, such as paroxysmal nocturnal hemoglobinuria 
(PNH) , hemoglobinopathies, myelodysplastic syndromes (MDS) and others. 
Results in the first category of patients are, as expected, prompt and 
satisfactory with physiologic doses. Although therapeutic strategy for MM 
is moving fast to curative intents, the utilization of rH-EPO is indicated 
or the control of anemia in conservatively-treated patients. In the third 
category the most important and controversial area is MDS. Significant 
erythropoietic results are generally obtained in about 20% of patients; 
however, the association with G-CSF has considerably enhanced the response 
rate. In the field of bone marrow transplantation there is an inadequate 
production of endogenous EPO in the allogeneic setting, and randomized 
studies have shown the benefits of rH-EPO in this situation. However, the 
most important results have been and are obtained in post -major- ABO 
incompatible PRCA, when the removal of the recipient's isohemagglutinins 
does not resolve the anemia. High and very high doses of rH-EPO (even 
over 500 Ul/kg/day for 2-4 weeks) may resolve this occasionally quite 
refractory condition. Although extremely expensive, this treatment may be 
life-saving when an otherwise successful allogeneic transplant is at the 
risk of failure because of this relatively uncommon but severe 
immunohematologic complication. 
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Antibodies with fully human variable regions against a specific antigen 
can be prepared by administering the antigen to a transgenic animal which 
has been modified to produce such antibodies in response to antigenic 
challenge, but whose endogenous loci have been disabled. Various 
subsequent manipulations can be performed to obtain either antibodies per 
se or analogs thereof . 
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AB This conference included sessions covering the clinical aspects of 
methodological CD34+ cell expansion, identification of the true 
hematopoietic stem cells, cancer and coagulation therapies, pathology of 
anemia in cancer patients following chemotherapy, molecular biology of 
erythropoietin signaling, and the role of hypoxia as a 

regulator of malignant cell growth. Sessions on lymphopoiesis, dendritic 
cells and the control of the immune response were presented in addition to 
updates on the JAK/STAT signaling pathways of cytokine receptors and on 
the construction and use of novel designer cytokines in the expansion of 
hematopoietic progenitor cells and gene therapy of human cancer. 
Innovation and new strategies for bone marrow transplantation and organ . 
transplants were discussed, and the use of p53 gene transfer in the 
induction of apoptosis in malignant cells was evaluated. More than 4 00 
scientific contributions were presented as plenary talks, short 
communications and poster presentations; approximately 2 50 to 3 00 people 
attended. 
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AB With the ' complete sequence of the human genome expected by winter 2001, 
genomic-based drug discovery efforts of the pharmaceutical industry are 
focusing on finding the relatively few therapeutically useful genes from 
among the total gene set. Methods to rapidly elucidate gene function will 
have increasing value in these investigations. The use of model organisms 
in functional genomics has begun to be recognized and exploited and is one 
example of the emerging use of the tools of developmental biology in 
recent drug discovery efforts. The use of protein products expressed 
during embryogenesis and the use of certain pluripotent cell populations 
(stem cells) as candidate therapeutics are other applications of 
developmental biology to the treatment of human diseases. These agents 
may be used to repair damaged or diseased tissues by inducing or directing 
developmental programs that recapitulate embryonic processes to replace 
specialized cells. The activation or silencing of embryonic genes in the 



disease state, particularly those encoding transcription factors, is 
another avenue of exploitation. Finally, the direct drug- induced 
manipulation of embryonic development is a unique application of 
developmental biology in animal agriculture. 
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Anemia represents a common finding in cancer patients, especially at an 
advanced stage. Anemia has an impact on the quality of life and at the 
same time seems to markedly limit the disease control that can be achieved 
with radiotherapy. The results of a series of clinical studies published 
in the last decade allow some general observations: 1. the administration 
of erythropoietin, especially if associated to ferrous sulfate 
is able to increase hemoglobulin levels in cancer patients undergoing 
radiation therapy (combined with concomitant chemotherapy); 2. 
erythropoietin stimulation of hemoglobin in anemia decreases the 
need for blood transfusion in cancer patients; 3. tumor response to 
radiation therapy appears to be enhanced by erythropoietin 

-induced hemoglobulin increase. Further clinical studies are required for 
assessment of indications, identification of optimal administration 
modalities, cost-analysis of this promising therapy for patients 
undergoing radiation therapy. 
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Schimke immuno- osseous dysplasia (SIOD) is a rare autosomal recessive 
spondyloepiphyseal dysplasia. The characteristic features of SIOD 
include 1) short stature with hyperpigmented macules and an unusual 
facies, 2) proteinuria with progressive renal failure, 3) lymphopenia with 
recurrent infections, and 4) cerebral ischaemia. Although 25 patients 
have been reported with this disorder, the clinical course and phenotype 
of SIOD are not well characterized. This report summarizes the clinical 
findings, course and treatment of reported patients and includes 14 
additional patients with SIOD. We emphasize the high incidence of 
cerebral ischaemia and ocular abnormalities, define the high incidence of 
thyroid dysfunction and blood cytopenia, and confirm the absence of 
effective and durable medical therapies. Conclusion: Schimke 
immuno -osseous dysplasia is a multi- system autosomal recessive disorder 
with variable expression that affects the skeletal, renal, immune, 
vascular, and haematopoietic systems. Medical therapy is limited 
especially for more severely affected individuals. 
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AB There is considerable evidence that significant factor underlying the 

individual variability in response to disease, therapy and prognosis lies 
in a person's genetic make-up. There have been numerous examples relating 
that polymorphisms within a given gene can alter the functionality of the 
protein encoded by that gene thus leading to a variable physiol. response. 
In order to bring about the integration of genomics into medical practice 
and enable design and building of a technol . platform which will enable 
the everyday practice of mol . medicine a way must be invented for the DNA 
sequence data to be aligned with the identification of genes central to 
the induction, development, progression and outcome of disease or physiol. 
states of interest. According to the invention, the number of genes and 
their configurations (mutations and polymorphisms) needed to be identified 
in order to provide critical clin. information concerning individual 
prognosis is considerably less than the 100,000 thought to comprise the 
human genome. The identification of the identity of the core group of 
genes enables the invention of a design for genetic profiling technologies 
which comprises of the identification of the core group of genes and their 
sequence variants required to provide a broad base of clin. prognostic 
information - "genostics" . The "Genostic" profiling of patients and 
persons will radically enhance the ability of clinicians, healthcare 
professionals and other parties to plan and manage healthcare provision 
and the targeting of appropriate healthcare resources to those deemed most 
in need. • The use of this invention could also lead to a host of new 
applications for such profiling technologies, such as identification of 
persons with particular work or environment related risk, selection of 
applicants for employment, training or specific opportunities or for the 
.enhancing of the planning and organization of health services, education 
services and social services. 
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AB There is considerable evidence that significant factor underlying the 

individual variability in response to disease, therapy and prognosis lies 
in a person's genetic make-up. There have been numerous examples relating 
that polymorphisms within a given gene can alter the functionality of the 
protein encoded by that gene thus leading to a variable physiol. response. 
In order to bring about the integration of genomics into medical practice 
and enable design and building of a technol . platform which will enable 
. the everyday practice of mol . medicine a way must be invented for the DNA 
sequence data to be aligned with the identification of genes central to 
the induction, development, progression and outcome of disease or physiol. 
states of interest. According to the invention, the number of genes and 
their configurations (mutations and polymorphisms) needed to be identified 
in order to provide critical clin. information concerning individual 
prognosis is considerably less than the 100,000 thought to comprise the 
human genome. The identification of the identity of the core group of 
genes enables the invention of a design for genetic profiling 
technologies . 
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The present invention generally provides methods for modulating formation 
of new blood vessels. In one embodiment, the methods include 
administering to a mammal an effective amount of a vascularization 
modulating agent (such as granulocyte macrophage - 
colony stimulating factor) sufficient to form 

the new blood vessels. Addnl . provided are methods for preventing or 
reducing the severity of blood vessel damage in a mammal which methods 
preferably include administering to the mammal an effective amount of GM-CSF 
or another vascularization modulating agent. Instead of the proteins 
themselves being administered, the DNA encoding for the vascularization 
modulating agents can be administered. Addnl., the vascularization 
modulating agent can also be coadministered with at least one angiogenic 
protein. In addition to administering the vascularization modulating agent 
to treat ischemic tissue, it's also possible to contact isolated 
endothelial progenitor cells (EPCs) with an amount of an angiogenic protein 
sufficient to induce proliferation of the EPCs and then administer the 
proliferated EPCs to treat the ischemic tissue. Provided also as part of 
this invention are pharmaceutical products and kits for inducing formation 
of new blood vessels in the mammal. 
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Entered STN: 10 Sep 1999 
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AB Objective: In a prospective, randomized, placebo-controlled double-blind 
trial we evaluated to what extent a dose-intensification of adjuvant 
chemotherapy is possible with the help of Interleukin-3 (rhIL-3) . 



Material and Methods: following initial surgery, 12 patients with primary 
ovarian cancer have been treated with Carboplatin and Cyclophosphamide 
(dosage: AUC 4 according to Calvert). After randomisation, a group of 6 
patients prophylacticly received rhIL-3 against myelosuppression on days 
3-12 of the cycle, in contrast to a group of 6 patients who received 
placebo-injections. Results: The patients treated with rhIL-3 showed less 
hematologic side- effects. Adherence to 4 -weekly chemotherapy courses was 
more frequent in the rhIL-3-group (73 % vs. 44 %, p = 0.005). An 
intensification of the chemotherapy with 3 -weekly courses did not succeed 
significantly. Observed side-effects of rhIL- 3 -therapy were headaches, 
fever, flu-like symptoms, rashes and blisters at the site of injection 
which excluded 2 of 6 patients from the study. Conclusions: Supportive 
rhIL-3 to adjuvant Carboplat in-based chemotherapy enables a better keeping 
of 4 -weekly courses in contrast to the placebo-group due to faster 
recovery of hematologic parameters. Due to the side-effects, of IL-3, 
this cytokine cannot be recommended for routine clinical use. 



L6 ANSWER 88 OF 113 
reserved on STN 



EMBASE COPYRIGHT (c) 2007 Elsevier B.V. All rights 



ACCESSION NUMBER 
TITLE: 



AUTHOR : 



CORPORATE SOURCE 



SOURCE : 



1999248033 EMBASE 

Changes of cytokine mRNA in peripheral blood mononuclear 
cells from unresectable non-small cell lung cancer patients 
before and after clarithromycin therapy. 
Ma j ima T.; Mikasa K. ; Hamada K. ; Konish M . ; Maeda K. ; 
Sakamoto M.; Yoshimoto E . ; Murakawa K. ; Ueda K. ; Kita E. ; 
Narita N. 

T. Ma j ima, Internal Medicine II, Nara Medical University, 
840 Shijouchou, Kashihara, Nara 634, Japan 
Japanese Journal of Chemotherapy, (1999) Vol. 47, No. 6, 
pp. 345-348. . 
Refs: 13 

ISSN: 1340-7007 CODEN : NKRZE5 
Japan 

Journa 1 ; Ar t i c 1 e 

015 Chest Diseases, Thoracic Surgery and Tuberculosis 

016 Cancer 

037 Drug Literature Index 

Japanese 

English; Japanese 
Entered STN: 2 Aug 1999 
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We have reported that long term clarithromycin. (CAM) therapy improves the 
survival time of patients with non-small cell lung cancer. In the present 
study, we examined peripheral blood mononuclear cells for changes in 
cytokine mRNA by RT-PCR before and after CAM therapy. The study included 
15 patients with unresectable non-small cell lung cancer. Before CAM 
therapy, 13 patients received basic therapy consisting of chemotherapy, 
radiotherapy or both. Two patients received no basic therapy. 
Interleukin-10 (IL-10) , Interleuikin-12 (11-12), 

Interf eron-gamma (IFN- y) mRNA were measured before and at one and 
three months after starting CAM therapy. IL-12 and IFN- y mRNA were 
significantly increased, and IL-10 m RNA was decreased. The results 
suggest that CAM exhibits an antitumor effect that promotes Th- lymphocytes 
shows a Th 1-like cytokine production. 
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SOURCE: Pfluegers Archiv (1999), 439(1-2), 93-100 

CODEN: PFLABK; ISSN: 0031-6768 
PUBLISHER: Springer- Verlag 

DOCUMENT TYPE: Journal 
LANGUAGE : English 

AB Only a few cytokines have been tested for their possible role in 

modulating vascular function. Moreover, no direct effect of cytokines on 
vascular tone has yet been throughly studied. We therefore examined whether 
a wide range of well-defined cytokines could directly affect vascular tone 
in isolated human arterial and venous segments from various organs. We 
found that the cytokines stem cell factor (maximal response with 1 mM) , 
granulocyte colony- stimulating factor 

(0.1 mM) and erythropoietin (1 mM) relaxed, while tumor necrosis 

factor a (0.1 mM) , interleukin (IL) 6 (10 mM) and IL-10 (0.1 mM) 

induced contraction of arterial but not of venous segments. The cytokines 

(maximal concentration tested was 1 mM) IL-3, IL-5, IL-13, macrophage 

colony- stimulating factor and granulocyte -macrophage 

colony-stimulating factor had no apparent 

effects on either arterial or venous tone. These vascular effects were 
endothelium-dependent as denuded arteries did not respond to any cytokine, 
and inhibition of nitric oxide synthase or endothelin receptor A abrogated 
the cytokine -induced changes in vascular tone. With immunohistochem. we 
found receptors for the active cytokines on the arterial endothelium. In 
conclusion, several cytokines may modulate arterial vascular tone via 
endothelium-dependent mechanisms. Therefore cytokines might significantly 
modify blood supply to inflamed or ischemic tissues with elevated local 
concns . of cytokines. 
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AB Key Points 1 



1 Dec 2003 
Last Updated on STN : 1 Dec 2 003 

Recurrence of hepatitis C virus (HCV) in the graft is 
associated with a reduced quality of life and worse graft survival. 2. 
t Pretransplantation, the severity of HCV recurrence may be reduced by 
reducing the pretransplantation load, by avoiding the use of organs from 
older donors, and by reducing the ischemic times. The effect of split 
livers on recurrence rates is uncertain. 3. The optimal immunosuppression 
regime has not been established but a heavy induction regime and treatment 
for acute rejection are associated with more viral replication and more 
graft damage. 4. Presently, there is no convincing evidence for 
preemptive treatment of HCV. 5. There are many studies on the effect of 
interferon with and without ribavirin for the treatment of HCV hepatitis. 
However, few are prospective, randomized, and controlled. 6. The current 
best treatment is with pegylated interferon and ribavirin; the dose and 
duration of treatment need to be established. Side-effects of treatment 
are common and reduction/withdrawal is frequent, but the regime is 
cost-effective. 7. The role of newer treatments remains to be 
established. 
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AB The present invention relates to methods and compns . for modifying 

peptides, polypeptides and proteins with polymers, especially glyco-mimetic 
polymers, so as to improve their biol . activity or pharmacokinetic 
properties. The invention provides seven synthetic erythropoiesis 
stimulating proteins and four RANTES derivs. having one or more branched 
water-soluble polymers attached thereto. The invention further provides 
methods and uses for such polymer-modified peptides, polypeptides and 
proteins. The invention is particularly suitable for use in the synthesis 
of polymer-modified synthetic bioactive proteins (Figure ID) , and of 
pharmaceutical compns. that contain such proteins. 
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AB Background: To clarify the possible neurite outgrowth promoting effect 

(NPE) of cytokines including interleukih- 3 (IL-3), IL-6, 

erythropoietin (EPO) , granulocyte-colony 

stimulating factor (G-CSF) and tumor necrosis 

factor- p (TNF-p) on cultured ventral spinal cord neurons of rat 
embryos, I studied the NPE effect of these cytokines on the primary 
explant cultures of ventral spinal cord neurons of fetal rats. Methods: 
The spinal cords from 13 or 14 embryonic day rat embryos were explanted. 
Explants in the culture medium were added cytokines at different 
concentrations, given on the first day of culture in the form of a single 
administration. For quantitative analysis of the NPE of these cytokines, 
neurite length was directly measured at the 7th culture day. Results: 
Neurite length was significantly increased in IL-3, IL-6 and EPO treated 
cultures and their effects seemed to be concentration-dependent in their 
effective concentration ranges. However, G-CSF and TNF-p had no 
neurite elongation effects at any concentration. Conclusion: These 
results suggest that several cytokines may have therapeutic potential in 
damaged motor neuron disorders, such as amyotrophic 
lateral sclerosis. 
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Cytokines in coagulation and thrombosis: A preclinical and 
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26 Sep 2002 
Last Updated on STN: 26 Sep 2 002 
The cytokine network is a complex and dynamic system, involved in numerous 
biological responses in the human body. This review of the current 
literature describes the role of cytokines and their interaction with the 
coagulation system, specifically in the maintenance of the 
thrombo-hemorrhagic balance in vivo in human subjects and in animals. In 
general, cytokines are thrombogenic , but they are amenable to therapeutic 
manipulations and hence are a potentially attractive tool in the 
clinician's armamentarium. Studies of the effects of cytokines in vivo 
are difficult because cytokines act in a very finite microenvironment and, 
although their actions are significant, they are transient. Most of the 
available clinical data related to interactions between cytokines and the 
coagulation system focuses on the role of tumor necrosis factor-alpha and 
interleukin-1 in septicemia and septic shock. However, several other 
cytokines and related proteins, such as platelet activating factor and 
plasminogen activator inhibitor, are also known to influence coagulation 
and thrombosis. These factors interact closely with cytokines, and have 
been included in this review for a better understanding of their 
interactions with traditional cytokines. Studies that utilize cell 
culture systems do not accurately model the in vivo status of this complex 
system and, hence, this review has excluded such studies. The role of the 
cytokine network in coronary artery disease, angiogenesis , or neoplasia 
has been addressed elsewhere by other workers and is not discussed here. 
By emphasizing important in vivo interactions, the intention of this 
review is to serve as an impetus to further translational research, both 
clinical and in the laboratory. .COPYRGT. 2002 Lippincott Williams & 
Wilkins . 
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Defective Yolk Sac Erythropoiesis in HIF-la-Null Mice: A 
Role of Iron. 

Pastore, Yves D. [Reprint Author] ; Divoky, Vladimir 
[Reprint Author] ; Liu, Enli [Reprint Author] ; Ponka, 
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Hypoxia- inducible factor-1 (HIF-1) regulates the expression of 
an array of genes including erythropoietin (EPO) , vascular 
endothelial growth factor (VEGF) , transferrin and its receptor (TfR) ; 
however, its role in the erythropoiesis remains to be defined. In 
Hifla-/- mice, targeted disruption of the Hifla gene encoding the 
02 -regulated HIF-la subunit causes cardiac malformations, vascular 
regression, and death by embryonic day (ED) 10.5. In order to understand 
the role of HIF-la in erythropoiesis, we studied the yolk sac (YS) 
erythroid progenitors from Hifla-/-, Hifla+/-, and wild-type (WT) 
littermate embryos. Hematopoietic progenitors from isolated YS at ED 
9-9.5 were analyzed by in vitro culture in presence of interleukin-3 
(IL-3) , IL-6, Epo, stem cell factor and granulocyte- 
macrophage colony stimulating factor 

(GM-CSF) . The numbers and the size of the erythroid colonies (CFU-E and 
BFU-E) from the YS of Hifla-/- embryos were decreased, and had a marked 
defect of hemoglobinization compared to erythroid colonies from WT and 
Hifla+/- YS. Neither VEGF nor high levels of Epo added to the cultures 
fully rescued these defects. Some of the differences might be related to 
a developmental arrest in the mutant embryos, as the number of somites in 
Hifla-/- embryos was significantly lower compared to the Hifla+/- and WT 
embryos (12, 20, 22 respectively).* However, we hypothesized that the 
defective hemoglobinization may be due to abnormalities in iron 
metabolism, e.g. down- regulation of TfR. We cultured YS cells in the 
presence of salicylaldehyde isonicotinoyl hydrazone saturated with iron 
(Fe-SIH) which transports iron into cells independently of the TfR. In 
the presence of 100 micromolar Fe-SIH, we observed a significant increase 
in the numbers of erythroid colonies derived from YS of WT and, to a 
lesser degree, Hifla+/- embryos. Although there was no increase in the 
number of colonies from the YS of Hifla-/- embryos, the size of the 



erythroid colonies and the degree of hemoglobinization was markedly 
improved. These results demonstrate defects in YS erythroid colony 
formation and hemoglobinization in Hifla-/- embryos and suggest that the 
latter may be associated with a disturbance of iron metabolism. 
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AB . The invention discloses methods, gene databases, gene arrays, protein 

arrays, and devices that may be used to determine the hypersensitivity of 
individuals to a -given agent, such as drug or other chemical, in order to 
prevent toxic side effects. In one embodiment, methods of identifying 
hypersensitivity in a subject by obtaining a gene expression profile of 
multiple genes associated with hypersensitivity of the subject suspected to 
be hypersensitive, and identifying in the gene expression profile of the 
subject a pattern of gene expression of the genes associated with 
hypersensitivity are disclosed. The gene expression profile of the 
subject may be compared with the gene expression profile of a normal 
individual and a hypersensitive individual. The gene expression profile 
of the subject that is obtained may comprise a profile of levels of mRNA 
or cDNA. The gene expression profile may be obtained by using an array of 
nucleic acid probes for the plurality of genes associated with 
hypersensitivity. The expression of the genes predetd. to be associated wi 
hypersensitivity is directly related to prevention or repair of toxic 
damage at the tissue, organ or system level. Gene databases arrays and 
apparatus useful for identifying hypersensitivity in a subject are also 
disclosed. 
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A recent US report has highlighted how all Western governments may need to 
work with insurers to make biotech-based drugs affordable for an ageing 
population. 
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AB Although much information has been accumulated about the clinical use of 
Epo in preterm infants, many questions remain unanswered. The evolution 
of clinical practice in the care of extremely ill, preterm infants 



continues to affect the number of transfusions required during 
hospitalization. Decreasing phlebotomy losses and instituting 
standardized transfusion guidelines have both been shown significantly to 
decrease the transfusion requirements of preterm infants. The 
administration of Epo likely decreases transfusion need even further; 
however, the direct impact of each of these actions has not been studied 
prospectively. It is likely that the combination of instituting rigorous 
and standardized transfusion guidelines, decreasing phlebotomy losses, and 
the appropriate use of Epo will have the greatest impact in decreasing 
transfusion requirements in all preterm and term neonates, regardless of 
the cause of their anemia. 
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AB Disclosed are methods for use in transferring nucleic acids into cells at 
a wound site associated with a fluid space. These gene transfer protocols 
are suitable for use in transferring various nucleic acids into cartilage, 
cardiac muscle, and other tissues, and have many uses including treating 
diseases such as arthritis and ischemic heart disease, and promoting wound 
healing. The invention further disclosed pharmaceutical compns. that may 
be used in the practice of the invention to transfer the nucleic acid of 
interest. Such compns. include any multi-partitioned biocompatible matrix 
in combination with multiple nucleic acids of interest. Thus, collagen 
collagen-immobilized fibroblast growth factor (FGF) genes induce 
angiogenesis in vitro, and FGF gene delivery to skeletal muscle wounds 
induces both angiogenesis and arteriogenesis and well as induces myocyte 
regeneration. 
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Pluripotent stem cells with properties similar to pluripotent embryonic 
stem cells are purified from adult tissues for therapeutic and 
investigative use. The invention further relates to methods of purifying 
pluripotent embryonic -like stem cells and to compns., cultures and clones 
thereof. The present invention also relates to a method of transplanting 
the pluripotent stem cells of the present invention in a mammalian host, 
such as human, comprising introducing the stem cells, into the host. The 
invention further relates to methods of in vivo administration of a 



protein or gene of interest comprising transfecting a pluripotent stem 
cell with a construct comprising DNA which encodes a protein of interest 
and then introducing the stem cell into the host where the protein or gene 
of interest is expressed. The present also relates to methods of 
producing mesodermal, endodermal or ectodermal lineage-committed cells by 
culturing or transplantation of the pluripotent stem cells of the present 
invention . 
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communications and poster presentations; approximately 250 to 300 people 
attended. 
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Schimke immuno- osseous dysplasia (SIOD) is a rare autosomal recessive 
spondylo-epiphyseal dysplasia. The characteristic features of SIOD 
include 1) short stature with hype rpigmen ted macules and an unusual 
facies, 2) proteinuria with progressive renal failure, 3) lymphopenia with 
recurrent infections, and 4) cerebral ischaemia. Although 2 5 patients 
have been reported with this disorder, the clinical course and phenotype 
of SIOD are not well characterized. This report summarizes the clinical 
findings, course and treatment of reported patients and includes 
14 additional patients with SIOD. We emphasize the high incidence of 
cerebral ischaemia and ocular abnormalities, define the high incidence of 
thyroid dysfunction and blood cytopenia, and confirm the absence of 
effective and durable medical therapies. Conclusion: Schimke 
immuno -osseous dysplasia is a multi- system autosomal recessive disorder 
with variable expression that affects the skeletal, renal, immune, 
vascular, and haematopoietic systems. Medical therapy is limited 
especially for more severely affected individuals. 
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accordance with 


the present invention, 


EC (endothelial cell) 



SE 



progenitors can be used in a method for regulating angiogenesis , i.e., 
enhancing or inhibiting blood vessel formation, in a selected patient and 
in some preferred embodiments for targetting specific locations. For 
example, the EC progenitors can be used to enhance angiogenesis or to 
deliver an angiogenesis modulator, e.g. anti- or pro-angiogenic agents, 
resp. to sites of pathol . or utilitarian angiogenesis. Addnl . , in another 
embodiment, EC progenitors can be used to induce reendothelialization of 
an injured blood vessel, and thus reduce restenosis by indirectly 
inhibiting smooth muscle cell proliferation. 
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AB Anemia is a common complication in cancer patients undergoing 

chemotherapy, and its severity depends on both the type of antineoplastic 
drugs and the clinical status of the patient. Breast cancer patients 



undergoing standard chemotherapy develop clinically significant anemia in 
up to 2 5% of cases. This percentage, moreover, increases up to 63% when 
more intensive chemotherapy regimens are used. The therapeutic use of 
erythropoietin in anemic patients, i.e., in patients with 

hemoglobin levels below 9-10.5 g/dl, is able to correct the anemic status 
in nearly 40%-80% of such patients, but it does not completely eliminate 
the need of blood transfusions: 20%-40% of patients need to be transfused 
despite the erythropoietin treatment. An alternative 
strategy for optimizing the erythropoietin treatment 

is its use in the prevention of anemia, i.e., in patients with normal 
hemoglobin values but at high risk of becoming anemic. In a phase III 
study, we evaluated the role of erythropoietin in the prevention 
of anemia in breast cancer patients undergoing dose-intensive 
chemotherapy. Clinically significant anemia occurred in 52% (95% CI = 
33-69) of control patients and in no patient (95% CI = 0-14) in the 
erythopoietin arm (p = .00001). After six cycles of chemotherapy the mean 
hemoglobin decrease was 3.05 g/dl (± 1.0, 95% CI = 2.6-3.5) in the 
control arm and 0.8 g/dl (± 1.4, 95% CI = 0.3-1.4) in the 
erythropoietin arm. Moreover, 6.4% of control patients needed 
blood transfusion compared to no patients in the erythropoietin 
arm. Erythropoietin is active in both the treatment 

and the prevention of anemia in cancer patients undergoing chemotherapy. 
Due to its high economic cost, efforts should be made to identify subsets 
of patients in whom the preventive use could be cost-effective. Patients 
undergoing chemotherapy associated with a high risk of anemia could 
benefit from preventive use of erythropoietin in special 
circumstances, such as presence of risk of myocardial or cerebral 
ischemia, uncommon blood group, or religious beliefs hindering 
blood transfusions. Moreover, anemia prevention could be considered in 
patients at high risk of requiring blood transfusions, such as patients 
with low baseline value of hemoglobin or with a hemoglobin decrease of 
>2 g/dl after the first cycle of chemotherapy. 
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BACKGROUND: Colony stimulating factors (CSFs) , also called haematopoietic 
growth factors, regulate bone marrow production of circulating red and 
white cells, and platelets. They have been shown to be neuroprotective in 
experimental stroke. Some CSFs also mobilise the release of 
bone marrow stem cells into the circulation. OBJECTIVES: We 
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systematically assessed the effects of CSFs on functional outcome and 
haematology measures in patients with acute or subacute stroke 
enrolled into randomised controlled trials. SEARCH STRATEGY: We searched 
the Cochrane Stroke Group Trials Register (last searched 
February 2005), the Cochrane Central Register of Controlled Trials 
(CENTRAL) (The Cochrane Library Issue 3, 2005), MEDLINE (1985 to March 
2006), EMBASE (1985 to November 2005), and Science Citation Index (1985 to 
November .2005) . In an attempt to identify further published, unpublished 
and ongoing trials we contacted manufacturers and principal investigators 
of trials (last contacted 2005) . We also searched reference lists of 
relevant articles and reviews. SELECTION CRITERIA: Unconfounded 
randomised controlled trials recruiting patients with acute or subacute 
ischaemic or haemorrhagic stroke were included. CSFs included 
stem cell factor (SCF) , .erythropoietin (EPO) , granulocyte colony 
stimulating factor (G-CSF) , granulocyte-macrophage 
colony stimulating factor (GM-CSF) , 

macrophage -colony stimulating factor (M-CSF, CSF-1) , and thrombopoietin 
(TPO) , or analogues of these. The primary outcome was functional outcome 
(assessed as combined death or disability and dependency using scales such 
as the modified Rankin Scale or Barthel Index) at the end of the trial. 
Secondary outcomes included safety at the end of treatment 
(death, impairment, deterioration, extension or recurrence) , death at the 
end of follow up, and haematology measures (blood counts at or around day 
seven after treatment commenced) . DATA COLLECTION AND ANALYSIS: 
Data on measures by intention to treat (where available) were collected 
and analysed as dichotomous or continuous outcomes, as relevant, using 
random-effects models. Heterogeneity was assessed. MAIN RESULTS: No 
large trials were identified. EPO therapy was associated with a 
non- significant reduction in neurological impairment in one 
small trial (n = 40 participants) but had no significant effect on 
haematological measures. Further small trials of EPO and G-CSF are 
ongoing. AUTHORS' CONCLUSIONS: No large trials of EPO, G-CSF or other 
colony stimulating factors have been performed and it is too early to know 
whether CSFs improve functional outcome. 
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AB Hemopoietic colony stimulating factors (HCSFs) are naturally occurred 

substances that are released in response to infection or inflammation and 
regulate the proliferation and differentiation of • hemopoietic progenitor 



cells. Some representative members of this peptide family induce 
atherogenesis through the mediation of monocyte-endothelial cell adhesive 
interaction and promotion of angiogenesis within the atherosclerotic 
plaques. HCSFs, such as granulocyte -macrophage 
colony- stimulating factor (GM-CSF) , also 

promote post- infarction cardiac remodeling though the enhanced activation 
and infiltration of monocytes into injured myocardial tissue and through 
altered equilibrium of collagen deposition/degradation . On the other 
hand, exogenous administration of granulocyte colony-stimulating factor 
(G-CSF) or eythropoietin (EPO) in patients with chronic ischemic disease 
or recent myocardial infarction have lead to beneficial arteriogenesis or 
myocardial cell regeneration, thus preventing adverse cardiac remodeling. 
While GM-CSF may hold therapeutic potential as an inhibitor of lung 
f ibrogenesis, G-CSF appears to promote fibrosis in the lungs. The 
pathophysiological role of HCSFs also depends on the timing of their 
action on cardiovascular remodeling, as well as on the target progenitor 
hematopoietic cell. This article summarizes current knowledge about the 
clinical and therapeutic implications of these factors in chronic artery 
disease, post-infarction cardiac remodeling, chronic heart failure and in 
pulmonary fibrosis. . COPYRGT . 2006 Bentham Science Publishers Ltd. 
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AB The present invention encompasses methods and compns . useful in the 
diagnosis and treatment of drug resistant leukemia. The 
invention provides a number of genes that are differentially expressed 
between drug resistant and drug sensitive acute lymphoblastic leukemia 
(ALL) . These genes act as biomarkers for drug resistant leukemia, and 
further serve as mol . targets for drugs useful in treating drug resistant 
leukemia. Accordingly, the invention provides methods of diagnosing drug 
resistant leukemia and methods of selecting a therapy for subjects 
affected by drug-resistant leukemia. The invention also provides methods 



for screening for compds . for treating drug -resistant leukemia, and 
improved methods for treating drug-resistant leukemia. Compns . of the 
invention include arrays, computer readable media, and kits for use in the 
methods of the invention. 
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The present invention relates to a method of treating a 
condition in a mammal by administering at least one hematopoietic growth 
factor from the group consisting of GCSF, GMCSF, IL-3, IL-5, a 
derivative thereof, or a mimetic thereof. A method is also claimed of 
treating a neurol. condition using neural stem cells treated 
with a hematopoietic factor. Also claimed is a method of enhancing the 
survival of a cell transplanted into a mammal, comprising introducing into 
the cell one or more polynucleotides which encode a hematopoietic factor. 



A method of enhancing the viability of a neural cell culture comprising 
contacting the neural cell culture with a hematopoietic factor is addnl. 
claimed. 
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AB BACKGROUND: Secondary, "reactive," thrombocytosis has been attributed to 
bacterial infection and treatment with multiple pharmaceuticals 
and may be associated with an increase in the incidence of 
gastrointestinal tract bleeding and thrombotic events (eg, stroke 
) . OBJECTIVE: To characterize the dynamics of thrombocytosis in patients 
with candidemia receiving antifungal therapy. METHODS: We initiated a 
retrospective observational description of patients with candidemia who 
were treated with antifungal agents. A total of 108 patients diagnosed 
with candidemia between August 1995 and September 2003 at our teaching 
hospital were enrolled. Three groups (candidemia with antifungal therapy, 
candidemia without antifungal therapy, antifungal therapy without 
candidemia) of patients >18 years of age were evaluated for the presence 
of thrombocytosis. Platelet administration, pharmacologic or pathologic 
contributors to thrombocytosis, and other pertinent details related to an 
elevation of platelet counts were scrutinized. RESULTS: Reactive 
thrombocytosis was observed in approximately 10% of treated patients with 
candidemia. Within the subgroup developing reactive thrombocytosis, 
life-threatening thrombotic complications were uncommon. Mean baseline 
platelet counts were 393 x 10(3)/mm(3), with a mean peak (695 x 10 
(3)/mm(3)) occurring an average of 13 days after initiation of therapy. 
All patients had resolution within 7 days after therapy. The maximum peak 
(1056 x 10 (3) /mm (3)) was observed in a patient after 14 days of antifungal 
therapy. The onset of thrombocytosis in this patient was 4 days and 
lasted 4 days after therapy. CONCLUSIONS: Reactive thrombocytosis occurs 
during treatment of candidemia. The causative agent (drug vs 
disease) , the risk associated with this reaction, and evaluation of 
treatment need to be elucidated by a larger epidemiologic study or 
controlled, prospective clinical trial. 
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The concept of therapeutic angiogenesis - stimulation of new vessels 
growth to restore blood supply to ischemic tissue has been studied in a 
number of clinical trials in patients with advanced coronary and 
peripheral arterial disease. This review discusses the main biological 
processes underlying new vessel growth and addresses applications of 
growth factor and cell therapy based on the stimulation of angiogenesis. 
While still very young and controversial, cell therapy has an enormous 
potential that is yet to be explored. Multiple questions remain 
unanswered including the choice of the best cell type, patient selection 
and the mechanism of action. Nevertheless, much should be expected in 
this area in the next decade with the likely emergence of new therapies 
for treatment of ischemic diseases. .COPYRGT. Springer 2005. 
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AB Although the majority of head and neck cancers occur between the fifth and 
sixth decade, their onset in patients older than 6 0 years is not a rare 
event. A peculiar characteristic of almost all case series is the lower 
prevalence of radical treatments among elderly as compared to 
younger patients, in particular surgery and combined treatment 
of surgery plus radiation therapy or chemotherapy and radiation therapy. 
Radiotherapy is a feasible treatment in elderly patients, also 
in very advanced age groups and, in the era of organ preservation, 
chemotherapy combined with RT has a paramount importance. Therapeutical 
planning must be based not only on tumor characteristics, but also on the 
physiological, rather than the chronological age the patient. The main 
clinical problem is, therefore, the selection of patients to be 



administered anticancer treatment. In patients aged 70 or 
older, complete geriatric assessment and a multidisciplinary approach are 
the crucial points. . COPYRGT. 2004 Elsevier Ireland Ltd. All rights 
reserved . 
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AB Autologous bone marrow (BM) -derived stem cell therapy for the induction of 
therapeutic angiogenesis is a potentially limbsaving strategy in patients 
with chronic limb ischemia and no surgical or interventional 
option for revascularisation. This review shall present the underlying 
therapeutic concept and clinical guidelines how to gain profit of the 
angiogenic potential of BM-derived stem cells. Finally, stem cell 
mobilization and targeted homing will be discussed as a potential 
alternative to BM-derived stem cell transplantation. 
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AB The present invention relates to a method of treating neurol . 

conditions in a mammal by administering a hematopoietic growth factor such 
as granulocyte -colony stimulating factor (GCSF) and granulocyte- 
macrophage colony stimulating factor 

(GMCSF) . The invention also provides methods of screening for 
compds. that bind to a GCSF or GMCSF receptor found on the 
surface of a neuronal cell; and which provides a neuroprotective, 
neuroprolif erative and/or a STAT gene activation activity. 
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AB Disclosed are compns . and methods for modulating endothelial cells (ECs) 
in a mammal. Practice of the invention generally involves changing 
•activity of the ezrin cytoskeletal protein sufficient to increase or 
decrease proliferation of the cells. Also disclosed are useful screens 



for detecting agents capable of modulating ezrin activity 
has a variety of useful applications including use in the 
treatment of diseases associated with unsatisfactory EC 
proliferation . 
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The present invention concerns the use of erythropoietin for 
stimulation of physiol. mobilization, proliferation and differentiation of 
endothelial progenitor cells, for stimulation of angiogenesis , for therapy 
of diseases connected to a dysfunction of endothelial progenitor cells, 
and for production of pharmaceutical compns . for treatment of such 
diseases as well as pharmaceutical compns., which contain 
erythropoietin and other suitable active substances for 
stimulation of endothelial progenitor cells. 
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Reversible posterior leukoencephalopathy syndrome (RPLS) is a widely 
recognized neurological disorder, considering the increasing 
number of publications over the past two years. Oedematous cerebral white 
matter lesions particularly involve the posterior parietal and occipital 
lobes, but may also affect the brainstem, basal ganglia and cerebellum. 
This leads to characteristic neurological symptoms such as 
headache, visual disturbances, nausea and vomiting, altered mental status 
and seizures. This syndrome is often associated with an abrupt increase 
in blood pressure, mainly in patients with eclampsia, renal insufficiency 
and hypertensive encephalopathy. Immunosuppressive and immunomodulating 
drugs such as cyclosporine A, tacrolimus, interf erone-a and 
filgastim may also lead to RPLS. A rare variant of RPLS is the isolated 
brainstem leukoencephalopathy, which is characterized by extensive MR I 
lesions associated with little clinical symptoms. The respective lesions 
are best visualized with FLAIR and T { 2 ) -weighted magnetic resonance 
imaging. They show diffuse hyperintensity generally involving cerebral 
parieto-occipital regions, but may also selectively affect the brainstem 
without accompanying supratentorial lesions. Diffusion weighted imaging 
is an important diagnostic tool to differentiate the mainly vasogenic 
edema of RPLS from the cytotoxic edema of acute cerebral ischaemia. 
Appropriate therapy consists of rapid and sustained correction of 
hypertension. Symptoms can be completely reversible and MR I lesions may 
show complete remission. Early recognition of RPLS is extremely 
important, because of its benign prognosis under therapy. Delay of 
appropriate treatment, however, may lead to permanent damage of 
affected brain tissue. This review will give an overview of current 
knowledge of pathophysiology, diagnostic procedures and treatment 
options on RPLS. Special consideration will be given to reversible 
isolated brainstem leukoencephalopathy. 
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Somatic cell gene therapy has made considerable progress last five years 
and has shown clear success in some clinical trials. In the field of 
nephrology, both the elucidation of pathophysiology of renal diseases and 
the development of gene transfer technique have become driving force for 
new therapy of incurable renal diseases, such as Alport syndrome and 
polycystic kidney disease. Gene therapy of renal cancer, although its 
application is limited to advanced cancer, is the front-runner of clinical 
application. Erythropoietin gene therapy has provided 
encouraging results for the treatment of anemia in uremic rats 
and recently progressed to the inducible one in response to 
hypoxia. Gene therapy for glomerulonephritis and renal fibrosis 
showed prominent impact on experimental models, although the safety must 
be confirmed for prolonged treatment. Transplant kidney is an 
ideal material for gene modification and induction of tolerance in the 
transplant kidney is an attractive challenge. ' Emerging techniques are 
becoming available such as stem cell technology and messenger RNA 
silencing strategies. We believe that the future of gene therapy research 
is exciting and promising and it holds an enormous potential for clinical 
application. 
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AB Objectives: To review, and to develop further, the methods used to assess 
and to increase the generalisability of economic evaluation studies. Data 
sources: Electronic databases. Review methods: Methodological studies 
relating to economic evaluation in healthcare were searched. This 
included electronic searches of a range of databases, including 
PREMEDLINE, MEDLINE, EMBASE and EconLit, and manual searches of key 
journals. The case studies of a decision analytic model involved 
highlighting specific features of previously published economic studies 
related to generalisability and location-related variability. The 
case- study involving the secondary analysis of cost-effectiveness analyses 
was based on the secondary analysis of three economic studies using data 
from randomised trials. Results: The factor most frequently cited as 
generating variability in economic results between locations was the unit 
costs associated with particular resources. In the context of studies 
based on the analysis of patient -level data, regression analysis has been 
advocated as a means of looking at variability in economic results across 
locations. These methods have generally accepted that some components of 
resource use and outcomes are exchangeable across locations. Recent 



studies have also explored, in cost-effectiveness analysis, the use of 
tests of heterogeneity similar to those used in clinical evaluation in 
trials. The decision analytic model has been the main means by which 
cost-effectiveness has been adapted from trial to non-trial location^. 
Most models have focused on changes to the cost side of the analysis, but 
it is clear that the effectiveness side may also need to be adapted 
between locations. There have been weaknesses. in some aspects of the 
reporting in applied cost-effectiveness studies. These may limit 
decision-makers* ability to judge the relevance of a study to their 
specific situations. The case study demonstrated the potential value of 
multilevel modelling (MLM) . Where clustering exists by location (e.g. 
centre or country), MLM can . facilitate correct estimates of the 
uncertainty in cost -effectiveness results, and also a means of estimating 
location-specific cost-effectiveness. The review of applied economic 
studies based on decision analytic models showed that few studies were 
explicit about their target decision-maker ( s) /jurisdictions . The studies 
in the review generally made more effort to ensure that their cost inputs 
were specific to their target jurisdiction than their effectiveness 
parameters. Standard sensitivity analysis was the main way of dealing 
with uncertainty in the models, although few studies looked explicitly at 
variability between locations. The modelling case study illustrated how 
effectiveness and cost data can be made location-specific. In particular, 
on the effectiveness side, the example showed the separation of 
location-specific baseline events and pooled estimates of relative 
treatment effect, where the latter are assumed exchangeable across 
locations. Conclusions: A large number of factors are mentioned in the 
literature that might be expected to generate variation in the 
cost-effectiveness of healthcare interventions across locations. Several 
papers have demonstrated differences in the volume and cost of resource 
use between locations, but few studies have looked at variability in 
outcomes. In applied trial-based cost-effectiveness studies, few studies 
provide sufficient evidence for decision-makers to establish the relevance 
or to adjust the results of the study to their location of interest. Very 
few studies utilised statistical methods formally to assess the 
variability in results between locations. In applied economic studies 
based on decision models, most studies either stated their target 
decision-maker/ jurisdiction or provided sufficient information from which 
this could be inferred. There was a greater tendency to ensure that cost 
inputs were specific to the target jurisdiction than clinical parameters. 
Methods to assess generalisability and variability in economic evaluation 
studies have been discussed extensively in the literature relating to both 
trial-based and modelling studies. Regression-based methods are likely to 
offer a systematic approach to quantifying variability in patient-level 
data. In particular, MLM has the potential to facilitate estimates of 
cost-effectiveness, which both reflect the variation in costs and outcomes 
between locations and also enable the consistency of cost -effectiveness 
estimates between locations to be assessed directly. Decision analytic 
models will retain an important role in adapting the results of 
cost-effectiveness studies between locations. Recommendations for further 
research include: the development of methods of evidence synthesis which 
model the exchangeability of data across locations and allow for the 
additional uncertainty in this process; assessment of alternative 
approaches to specifying multilevel models to the analysis of 
cost-effectiveness data alongside multilocation randomised trials; 
identification of a range of appropriate, covariates relating to locations 
(e.g. hospitals) in multilevel models; and further assessment of the role 
of econometric methods (e.g. selection models) for cost -effectiveness 
analysis alongside observational datasets, and to increase the 
generalisability of randomised trials. .COPYRGT. Queen's Printer and 
Controller of HMSO 2004. All rights reserved. 



